REMARKS 

The Notice to Comply mailed October 1, 2002, has been received and revie^ved. 
Responsive thereto, the Brief Description of Drawings section of the application has been 
amended to identify the sequence identifiers of FIGS. 2, 4, 7A and 7B that were added to the 
drawings in the Amendment filed July 23, 2002. The sequence identifiers and correspondmg 
sequences were included in the Substitute Sequence Listing filed July 23, 2002. For 
convenience, a copy of the Substitute Sequence Listing and the corrected drawings are enclosed 
herein. Reconsideration is respectfully requested. 

CONCLUSION 

Should the Office determine that additional issues remain which might be resolved by a 
telephone conference, it is respectfiiUy invited to contact applicants' undersigned attorney. 



Respectfully submitted, 

Andrew F. Nilles 
Registration No. 47,825 
Attorney for Applicant(s) 

TraskBritt 

P.O. Box 2550 

Salt Lake City, Utah 841 10-2550 
Telephone: 801-532-1922 



Date: October 15, 2002 
AFN/afii 

Enclosures: copy 

Document in ProLaw 



"^^"^ Of Substitute Sequence Listing and drawing corrections filed July 23, 2002 
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MARKED UP VERSION SHOWING CHANGES MADE 

BRIEF DESCRIPTION OF DRAWINGS 
FIG 1 • Schematic drawing of the pBr/Ad.Bam-rirR construct. 

FIG 2: Schematic drawing of the strategy used to delete the fiber gene from the 

• rv/ TTP r^FO TP N<^- NY-DQ WN (SEP ID 
pBr/Ad.Bam-rITR construct j i^mp rnm^rs NY-UP (SF.O W JNU. ^P J 

NO: 37 . 

FIG 3- Schematic drawing of construct pBr/Ad.BamRDfib. 

FIG. 4: Nucleotide [Sequence] seauenceof chimaeric fiber Ad5/16.SEaffiNQL32. 
FIG 5- Schematic drawing of the construct pClipsal-Luc. 

FIG 6- Schematic drawing of the method to generate chimaenc adenoviruses using three 
overlapping fragments. Early (E) and late regions (L) are indicated. L5 is the fiber codmg 

sequence. . 

[FIG 7] FIGS 7A & 7B: Sequences including the gene encoding adenovmrs 16 fiber 

p,„,ein as pubiis";;;7;;r^ ^M^hd,.,,^^ 

^^^^SEOmM and sequences including a gene encoding a fiber from an adenovtrus 
t:-:^^!:^^^ present invention ^M^a^^SEOIDM^ 
^^^^.^^^^^^^^^^.E^jDmM, wherein the sequences of the fiber protein are from .1. 
Ndel-site. FIG. 7A nucleotide sequence [comparison, ^^'^^^^^^^^^'^'^^^'^^^ 
SDNOii. FIG. 7B amino-acid [comparison] c nmpwons of SF,0 ID NO- and SPQIDNO. 

~ FIG 8 ■ Infection of synoviocytes using different amounts of virus particles per cell 
(MOD and two different adenovintscs: Ad5=Ad5.Clip.Luc; Ad5/16= Ad5.Luc-fibl6. Luciferase 
Lsgene expression. 4S hours after a 2 hours infection procedure is depicted as «lat.vc h^t 
units (=RLU) per microgram whole cell lysate. Error bars repr^ent standard error of the mean 

FIG 9- mfection of synoviocytes using different concentrations of cells. Luciferase 
transgene expression. 48 hours after a 2 hours infection procedure is deptcted as re.afive hgh. 
unitsUu) per micros total protein. Error bars represent SEM. lite actual MOI d,ff re 
between the cell concentrations and ranged from [20.000] 2^000 virus particles per cell (cell 



density [12.500] 12^) to P-SOO] 2^ vin.s particles per cell (cell density [100.000] 

100.000) . . , ^ 

FIG 10- Infection of synoviocytes using different virus exposure periods. Luciferase 

transgene expression, 48 hours after either a 2 hours or a 20 hours virus exposure is depicted as 
relativehghtunits(=RLU)perniicrograniprotein. Error bars represent standard deviations 

FIG. 11: Synoviocytes were incubated with IG.Ad.CMV.TK or IG.Ad.mlp-I.TK. Cells 

were cultured with or without GCV. 

FIG 12- Byst^mder killing was assessed in cultures containing both TK-infected and non- 
TK-inrected synoviocytes in a proportion 0/100, 50/50. 25/75 and 0/100. Cells we. cultured 

with or without GCV. • 

FIGS 13 A & B- X-gal expression in synovial tissue 3 days after intra-arttcular mjecfon 

of IG.AdCMV.lacZ in the knee. 13A: macroscopy. 13B: direct lacZ staimng of synovial ttssue 

counterstained with Mayers Hamalanlosung. 

FIG. 14 is a graph comparing infection of AdS.luc »d Ad5.fibl6.luc on RA 

''"°™to"'i5 is a ^ph depicting the percentage of lacZ positive cells with AdS.lacZ and 
Ad5.fibl6.lacZ in RA synoviocytes. 

FIG 16 A & 16B are graphs depicting the infection efficiency of AdS.GFP and 
Ad5 fibl6 GFP in RA synoviocytes and the respective luciferase counts respectively. 

■ FIG ITisagraphdepictingtheinfectivityofchimericadenovirusesonRAsynoviocytes. 

FIG. 18A is a graph depicting the percentage of infected cells with three B-type fiber- 
modified viruses on RA synoviocytes. ^ ■ 

FIG. 18B is a graph depicting GFP production with three B-type fiber-modtfied vtruses 

on RA synoviocytes. ■ 

• ftVirApR tvne fiber-modified adenovirus for 
FIG. 19 is a graph depicting the companson of three B-type fiber moQi 

infectivity on RA synoviocytes. 
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■ FIG. 20 is a graph depicting to comparison of infectivi.y AdS.lacZ vs. Ad5.fibl6.lac6 in 

RA synoviocytes from six patients. 



8- 



